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(54) Title: FROINDAZOLE DERIVATIVE 




(57) Abstract: A froindazole derivative represented by the following 
formula (I), which has an aminoalkyl in the 1-position and an alky] in the 
7-position, or a pharmaceutical^ acceptable salt thereof. The derivative 
has high selectivity for 5-HT 2C receptors and excellent agonistic activity. 
(In the formula, R", R 2 , R 4 , and R 5 each is hydrogen or alkyl; and R? is 
an alkyl.) Also provided: are a medicinal composition comprising the 
froindazole derivative or pharmaceutical ly acceptable salt and a phar- 
maceutical^ acceptable carrier, especially a medicinal composition for 
the treatment of central nervous system diseases such as sexual function 
disorders; a process for industrially producing the froindazole derivative 
or pharmaceutical ly acceptable salt; and an intermediate for use in the 
process. (I) 
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m m » 

JE£ti-aN&l^ WftiiSmiL 0fl;LI£\ 1±flftft&M> TO* ilg 
W^lCM-^UT^Si^SftTlNS (Curr. Opin. Invest. Drugs 2 (4) 317 
(1 993)) „ ^oT5-HT 2C g#ft:7^-^hli±fE^mcDWXIi;^IC^ffl 

*PAxnilM£U7M>yy-;U!^ft (W098/5676B) «^$ntu§„ t 

L^L&J&*e>, W098/56768 |CHftttlCHEeStlfc^«Ki» 5-HT 2A g§ft 

^T, 5 -HT 8A aS#ICW««ffltt*«<B<» 5-HT 2C ^ft|C^Ud:U® 

£fc W098/56768 \Z\ttom&fe£\sX. ttAtfl ftlC^J^i£W«7S- / 
7;WU«£UTl\£ (S) -2- (7-I^-lH-fi; [2*, 3-g] 

-f^V-Jki -1 -y^i^7 5>lcK0Tli, 7fEtf)J;5ft 
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\z mm $ nx t ^ 1 ^J§wb£«n?6 y , 5 — h t 2 a s§f* ic *fp7B#* u 

BP -6, ^WteTEit ( I ) X*7^^ft%^mz7$>'7)V*)V7k?S^mz7)V 




(i) 



R 5/ 



2 



BNSDOOID: <WO 01B3487A1 I > 



WO 01/83487 PCT/JPO 1/03556 

R\ R\ R 4 &tfR 5 : P-XI4K£:3T-HXI47;M i ;i' 
R 3 : 7JU*;l') 

#^t&t) (I) 14, ff*l/<(4, R\ R\ R 4 X.tfR 5 ftm-'Z\tmteo 
X~ H, *3^XI4x3^TfcS*RlilJfc£tt (I) T?*y» $6IC»*U<(4, 

ximot-H, ^^xBx^tffcu* r Wf^T&yaoR 4 #m 
L/Tu§^si©a<*EiB*« rs; iEffi^&^fie/Hb&t) (i) T&y, 

ffSKIt (S) -2- (7-X5MU-1 H-7P t2, 3 - g] -f^V'- 
1 -1-^f;HW5X (5) -2- (7-X5=-^- 3 

h-7p [2, 3-g] <{>M-)\,- 1 - 1 -^^l/x^i/ 

75X (S) -2- (3, H-7P [2, 3-g] <f>^/ 

- 1 -/^;i/X^75>, (S) -1-^f-;i/-2- (7- 

ynejiz-i h-7p [2, 3-g] <f ># s J-)V- 1 --f;u) X5Ml>75X 

(S) - A/-X^;l/-2- (7-X^;U-1 H-7P [2, 3-g] «f >&*J— 
fr-l-JJl) -1-^f;HW5X (S) -2- (4, 

ih-7p[2, 3 -gM >w-;i/- 1 - 1 

(S) - 2 - (7-7*^1/- 1 H-7P [2, 3-g] <<>9V-)V- 1 --OP) 
-1 -*^/l/X?\>U75>£U<l4 (S) - 2- (7— fV^>^U- 1 H-7 
P C2, 3-g] 4>?)/-iV- 1 -<f;U) -1 -/^Xf-;U75VX14«» 

^toi=ffF8S+ia*ro&-c&y, tti=ffsu<r4» (s) -2 - (7-x^- 

1 H-7R [2, 3-g] --<;!/) - 1 -^3^X^75 > 

xttra^wicra^ns^iST&s. 

£&ic*3bwwi4, ^mwitsw en r*s7P^>^*/-;nBssift(Z)i 
wssuai£Ti4, ±%^^yy(y^v~)vmmw (W098/56768) o«jsasic»*i 
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£6IC> TE^rh>Si3H* (III) £B^UTfc6ft*TK7;U=i--^S&3* 
ft ( I V) £M¥l!W£e:<!:&<* *^T*lcBlttftftTKJas$'&*c.!:T, 
BMcSHHfcU *5&RIHfc£#i (l) OTK^KItt (V) &£&igjg&[;I:> c<z)fl 

1 ) *b£fti (I I ) »^^T7v;Hb1-^c:<i:T. (I I I ) 6tt 

2) 1 ) (Ml) fcSrcf SCtT* <b£t) ( I V) 

u 

3) 2) -r^Sn/tfl:** (IV) M£frFT£JS£i*3::£T:\ <k^«3 

(v) &Kitu • 

4) 3) t?1»6tt£fl:fctt (V) £, 75y*«»a$nfc7Sy7;WKt9J<!:» 

5) 4) T?»6tifcfl:^ifc (v i ) mm? zztv* *mMt$m < i ) r 




(no 
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R\ R 2 , R 4 St^R 5 : H-XIWJ:oT-HXIi7;i/+;i/ 
R 3 : 

R 6 : 7 5;®ril. JUTP^c ) 

S/yfrSgWIi* *56W<b^«!l ( I ) <DW&<DttV><Ds TIBSC (II), (II 
I ) x (IV), (V) =gU<[* (V I ) Xtt-tO^ffiJtf HfttLTOffiffl 




(ii) 
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&z>*mm&ty < i ) oi&jgfrafrtLTWfflfcTBess: ( i i i ) * (iv) 

fc^&CiJcU, $%p^»f B m (I I I ) % ( i V) X\t (v.) liKiST*, 

(III), ( I V) Xtt (V) **&#5fii?HMrtt ( I ) 
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*mmm*fflfo d i i) , c i v) xia cv) »su<i*» R 3 #>f- 
-h, pt^PXiix^-r^s^sswiKjifiBlft (i i i.) , (iv) xii (v) 
SKS+Htt (ill). ( i v) Xli (v) Tfc*. 
&&#mWit€;W ( I ) ©«a+Mtt£LT*ffl&TIE3t (V I ) Xli-t©tB4 
Hft (v l ) tt«3n?*, *fc$3&ESIIi£*fSlf* (V I ) *»6*»Wft^«l ( I ) 
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*mmm*r$w (v n $?$u<(*v r\ rk R A mR 5 t>m-5uz 
^ot-h, *^)w$^)\>^fo%*wmm.*Tm (v i) -e&ij> 
ic0su<ii, RW3Mk x^;k ^ptfjuxi^v7'^T-$.u. r\ r 2 

h * ;utfxjk?& Us r 4 tf*?-)i>T$> yioR 4 i > 6 

es^ (s) w.mT*&%*mnmm*mw (vdt?»u, ^ic^u<i^s r 3 

&tfR W^U-C&Us R 1 , R 2 M'R^'-H^y, R B # t e r t -7> 
4->^^»Tfe U 1-3 R 4 «UTt^Ki©iP2W (S) 
^B^jftT^ (VI) Tfe^o 
JUT* *3&RIHk£«!l ( 1 ) > *^WS!ii£^^*SSWtllJS^«)«ii , t , «#C^ 

fllj*.!^ /^k X?Mk 7*Ptf;k -fV^P^k 7?Jk -fV^k se 
c-y^;k t e r t-7*^Jk ^V^Vk -fV^^K *#^>3Mk t e 
r t-^>^;k Mr-S^k -YV^+^k 'NT'^k it^f-Jk ;UXttx 
iwM?#W'£>ft, ff£U<l*> ^k x^;k 7Ptf;k -fV^P^k ? 

U $Jx.tf. tert-^h + yM*^K ^>^;i,;t^>*Jk^x;k 7iz 
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m ittfc ^Ptf^-VK* ->i£& ?P>E 

pit* e>ns. *f*u<ii, =ia£ist&&. 
£6>ic «B8tt£ti ( i ) ictes &m\z&^TimzftT*%-mt'&ty ( i > 

■f ^T&Sft*. *»W<b^1*l ( I ) <0?U Y-^v^^WMt^mt^X^s Prog. 
Med. 5:2157-2161 (1 985) lCfEtlc£ftXUS«^ IfcJII»0 1990 SpTU rEKftOM 

fgj m 7 ^^lait i63~i98 icieissnxusa^if&n*. mttwicrau ah 

M^^lCcfcUXI^I^S^ftWTX^^<b^ (I) CD1«R7 
5>X(i2|R7 5>t®jaX*-5SX26y, N H - C (O) -7^ 

-NH-C (O) -0-7;MrJk -NH-C (O) -NH-7J^M(*-N 
H-CH 2 -0-C (O) -7M^W6tl^» 

id, (iv), (v) xb (v i ) its momimmz^tztiz^m 

mM, to, y>&, *$>*)v*svmmt<Dmm^ftmit>ftz>, 

^mmsw (i) i*, Tw.(D^mm^iz^^xxmmzmmv^^>o 
mi xm 
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*-6..Efc'** fcfctt (M) ic^UiiiiJaoilS^Jv'^Mia 082. 1*7 

i) \z^Lmm(Dm7mMt^^>^j^>m^m^r'noct^x^^o r 
/ u < it 2 - ^pav -jmoTfr* -^aaxi**. » * u < i* 2 - y □ 

KBtf-HJfA, KBS*U^A, *HJ*Ax h*-> FXIi^HJ 
fcife. <b^« (ID li£»0#a<Heterocycles, 22, 2313, 1 984;W098/56768) 
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it-Sty) (I V) 14, {tSWi (Ml) 3Z.I4^tf)i££>^ h >m%igi7tT% £ tT 

izh*$/*&ft*9&:f-MJ9A, v-fV7^7;U5-^At K'J h\ 
XI4K-(b6& ( I V) £ U < I4A°5 y £ A-R*#ftT07k*S£^T?7 5 d t *f 

**>l^ 7K^k^hU9A, 7j<iHb*U9A. 'KB6^-hU9AXI4KBI*yf A, 
b< 14* h 'J 9 AX h*<> HXI4*K^ h V 9 AICT*«&* JK/fc£fro 
Tti|l\ (I V) (4, #nmii-r^C(!:^<^(7;^lcfflU§c<i: ! bT? 

£3 IS 




<t£4*i (v) x(4^-©ffii4, tt&m (i v) *Ktt*fl=T, ^K^b-r^c 

£VWmv*Z>* ES&I4, 4b£tl ( I V) lc**Ut!i«n£ia*«©iS*!a£& 00 
x.(4\ ^ mm, p-b)V*?7>j]>ft>WZlt*f>X)l'*>&&&R^ 

S, ^>Hf>, h;UX>^U<(44 1 *>l/>»03?§iSeK<k*aSS, *XI41tfK$l 
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it^m (V I) its 4t£ty (V) X[t.*<D&t7SZS&ftm\s1t7$S7)\r* 

Mm t om^m^ u mmtz c £#t?£ s. 75/ «n u£7 5 / 7^ 

*;Wtffl<kbT, (s) - (1 -^^-2-h>>;^+vx5 : -;b) * 

Jl/A5>^ t e r t -Jf-frXXTfr* (S) - ( 1 -j^U- 2 

*<>x^;i0 *ui/^5>$? tert-^W^ (s) - (i-jWU 

- 2-aftx3Ml/) ter t -y^XT.x^XI* (S) - (1 

&*u"ffSU<l4 (s) - (1 -/^-2- h'>mj/if/H 

K ter t-^JH7fm«. EiStt, (V) XI4*©ttt»L 

Tsa^s»JSoji^««, ^Jx.ii> «y^A, EBW»y£A* ?m<t 

*MJ*A, 3jc*ft*'J*A, **fc*MJ*AXI4*y*At-7h*5'F« 
fflUTfT5di:*«"e*. #£U<(4> 'fc#&5 (V) lcWUT2a«OK«Hs*>'> 

* •> U V^W^^mtt^, 7-fe b K I* 2 - 7* J >m<o<r h >sl 
5M v7n tr;bx~T-;u, 7h7tKP77VfK I4$>**tf vTOx-x^ 

A. *9J-to* x^/-;HU<(42-^P/V-;U^07^3-m 7iz 
hxhy;PXJ4N, N-^^WM75F (DM F) WWG>fts ffSO 

4b£tl (V I) |4^ffi8-r«C<fc«:<2fc©S(BlcffllN§c:<!:t)-C*S. 
£5 IS 
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*mm<t&® ( i ) x\tto)mn¥tto\zSfm2*iz%i*s fc^tt (vd 07 

5 J OMffiSt* C <t l-cfc U HJSTf**. St&li» ^PO^;± (Theodora W. Greene 
and Peter G. M. Wuts, Protective Groups in Organic Synthesis, John Wiley & 
Sons, INC. , ISSDXli-tOfflftlO^it^JBl^Tff^Ct^T** ffJKIiSt 
»x5=-;WS«f» *t£to (V I) icMHIlica^ffll^K^iiSTCff 
ifiSlc«fcyc:0Jg£^$£ttl*Tv ?J<X 

a^tolcM3ft*tt<fcUT#l^tt*. *»Wfl:** CD OigliiSlSI©*« 

T&3«B/Hb£ti (i) icii^^js^tt-rciticfcysijsiTSs. 

#Smtt&% ( I ) I*, W098/56768 \Z\^M^\Z%m<Dt&^WMt%W& 
y, 5-HT 8C SB#lC»Lflin*:7^=^hjStt**^ Jl^5-HT 2A S^ 
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ivr, im wan. mmu mmt x-fajm* *m mm. mm, mnu 

#fi£A1 A££U, 1 BICO^I Omg~l OOOmg, »*L<li5 0mg~ 
2 0 0mg©tEHT1 0 1 IH^6a0lC^ltenift4*tlS^ ^cMAIA 
Sfcy, 1 0lco£ 1 mg~5 0 Omg'v Kli 5 mg~ 1 0 Omg^isSl 

'J FX **^&7JI>5>«T#*$/£A<fcS£<*n3. ffi/Sttli. 

oT, ^Stt^^raW^M^iJ, 0]^Zx7y>$T^*^A<DJ:5& 

;l/P-7,s t HP + >-^Ptf^^l/t^P-^7^U- h&£M£XliB;£ 
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mmmmmu umu mm\<D&?tmmk -nmu mmu 

^©J^/j^^P-MI, tfUVJU^-MO 

2£>[c*i3SM> IftMiJs ¥Ubj^ tftJHSk SS«J (02. f& 

zcorn^ \mim^(o^mu^B\z^mx^^mn{t^ ( i ) it, 

W098/56768 |CiSt£(7)Sji}*lCit^, «P^M»|Ccfc U I^lC^'JlC«^n 

*mwmm&xu. m\m (r) -^nt u>^•>^ ^ WM«bt^7x^ :: 

;WKb^iJ^ffl-r§^<!:icJ:y> <t^«j (v) cc> i mzmmizj^/Jj^j^ 

J^ICs <rh>SS»fr (Ml) *a7cl/T»6n*7;U3-^SS3lft ( 1 V) 

u *P60^<b^^ ( i ) ©+W# (v) *^^®jgj£i±, coio^-ris^ 
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mmm) 

*R*Mt***#*««t UTttWf *. #fc£flJ<Z>*«gl* HPLC (Cefc y 

Boc : tert -7V*t' 9 S'h)ViR—)V 

NWIR : 'H-WmSP,l^^^ (DMS0-d 5 , TMSrtfiPflKfl) <5 : 

##01 1 

6, 7-ytFn^>y75>~4 (5H) 

1, 3->^n'S+1t>y^>3 2. 0 k g, *KfW"HJ£Al 0. 3 kg, 
j^kig^MJ £A7. 1 8 k g, 7K2 2 0 LOmmz, 4 1. 5%^PP7-fz 

h7;u^tF7K^6 4. ekgm o'cwt'ci mnnwu/co ej&jSic 
Hn>i6 0L, 8. 7kg£*Dx.s o'c&tvi mmw.w\sfca 

izmx, aitfjufc. ^an^mw* (k^x^ku^as. 3kg/?j<9o 

L) , ^ffiTk (ttfltf"HJ£A2 4kg/*7 4L) T)II»&L£o W« 
ttEMU 98. 4%«]g£W«6, 7->?tHP^>l/7^>-4 (5 
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H) ~7jr>24. Skg^hMVil^Wc. • 

NMR:2.09(2H, q), 2.42(2H, t), 2.88(2H, t), 6.66(1H, d), 7.690H, d) 

5-t KP**>*^ , Jx>-6, HP^>V77>-4 (5H) 

6, 7-ytKQ'<>y77V-4 (5H) -:*>2 4. 8kg, 
5 4. 0 k gONH>1 2 0 LCD^C, ;&'J£A t-^h + S'M 0. 9 k 

g ©Th7tHD77>i 5 o Lommmm^ oott*o. s^iaaijfu 

fc. JEJfcj&l=#1 2 0 LfciUlAfcSL pH*« 5 JUTlcaftftTJq 

U *9 8LTft»Ufc. Sfi* »Jf£7k9 8 LWLfc. *f$S 
B£ME;SiSU 9 9. 0%(DMJg^W«5-tKP + >'^9 1 UT i >-6, 7 
-v^t KP^>V/7^>-4 (5H) -t>30, 1 k g©h;Ux;og}ft£fl|jfc. 
NMR:2.76(2H, t), 2.86(2H, t), 6.67(1H, d), 7.57(1H, s), 7.66(1H, d), 10. 67 (1H, 
s) 

#^{?'J 3 

4, 5 -yt KP- 1 H-7P [2, 3 - -f 

5 + 'J7>-6, 7-yth'P^>l/77>-4 ( 5 H) 

V3 0. 1 k g©h;UX>6 0 L» X^/-;H 9 0 LOjg}R(C» .8 0. 3 5 % 
tF7X >-7kft| #1 12. 6 k g £AP;5L 45 "CJUTTr 2 2 Bfr|HJJ»# Ufc. JEJfc 
$£3$EigfSUT$fcjftlc, HIT, 7K1 8 0 LSJPtL JftiPUfc. flfWUfce 
H£itlRU jmtZZ <k(C«fcy, 9 9. 0%«Jg^Wt§^fe^ B B a O4, 
5-yth'P-1H-7P [2, 3-ff] 4>? X J-)V2 3. 6 7 kg«j|fc. 
NMR:2.85(4H, s), 6.63(1H, s), 7.44(1H, s), 7.58(1H, s), 12.28(1H, s) 

(S) - (1 -J>f-)V-2- hyM+yiWl') *;Wt5'>S t e r t -7 

Boc-L -77Zy-j|/2 6 . Okg, p- HUX>7Jb7fc~/|/£P 'J F 2 
9 . 6 k g <ZM V yP tf-M/X— tMU 2 6 0 L ©JSiftl;:, *SS^ h D £ A7k;§;£ 
(*BMh* h U £A 1 7 . 3kg/7k26L) 3 0 0 COTT C 2 1 mm 
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r% z t led; u , fi$sr^]it T%&Tvtm bttum& 43. 5k scorch 

>1 8 0 U ?J<2 2 Ltf);l$fC, 7k 3 5 0 L^n*., ?fraTT»#Lfc. HTfcBL 

fctes^a^uejs-rscicty* 99. 9%«jg^wr^s^r H o(s) 

- ( 1 -tJ-Jl- 2 - H5/;M-*5/x^) >m tert -7'^x 

7f;M 0.7 0 kg^t, 

NMR:0. 97(3H, d) , 1.34(9H, s), 2.42(3H, s), 3.66(1H, m), 3,86(2H, id), 6.860H, 
d), 7. 48 (1H, d), 7. 78 OH) d) 

mmm 1 

1-(4, 5-^th'P-1 W-7P [2, 3-gl 4>#\f-)V-l-4)V) 

A, H-7P [2, 3-g] <0#*J-)V2 3. 6 k gOgt 

BM 9 k gOjgjSlC* *£>XH/Jfc>&7 0. 6 k g« 4E*H®45. 0kg£ 
JPA» 4 0- 5 0°CT1 BtM^L^o 2 -7°P/V-JH 2 0 l_£ 

3bPA» 2 0-4 0°CTM Mg|# Lfc. &9& U7t$£f B £«Lfc 0 ^© 

U 7 A 5 . 8 8kg /7k 5 4 L) *1lVi7Ltz 0 */t& LfcJSJ&fcilMfc U 

ilZctU, 98. 1%0|ISStt§Wl(Dl- (4, 

-7P [2, 3-g] <(>4f\/-)V- 7 -<i)V) X£/>2 3. 7 9 kgft»t 

NMR:2.42(3H, s), 2. 88-3. 00(4H, m), 7.52(1H, s), 7.61 (1H, s), 12.5(1H, s) 

»2 

(±)-1-(4, HP- 1 H-7P C2, 3 - g] >?V-J]r- 7 

1 - (4, 5-5>t HP-1 H-7P [2, 3 -g] 4>#*J-)V- 7 -<{)V) 
X^y>5. 5 0g^/^-JK 1 1 0mllCj§t?U fcJST\ 7kiMb7fc £ IS 
■^-h U £A, 1 . 0 3 g£2l'[]*_, £ST3 0«riWc. 7k, 5 0ml gin*, 
fcfc* tift5 0m I *T3*ET(Cfl^«*gLfc. EfilCT 3 O^HS&lciiK 
;^Tl»t»Lm &A$»IU (±) -1- (4, 5-^tHP-l H 
-7P [2, .3 -fir] -i>^V-JV-7 3L$J-)\,5. 1 9g$Ifc. 
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NMR:1.39(3H, d), 2. 83 (4H, s), 4. 64-4. 71 (1H, m), 5.22(1H, d), 6.370H, s), 
7.43(1H, s), 12.230H, s). 
Mffim 3 

1 H-7Q [2, 3 -gr] 
(±) - 1 - (4, 5-ytFP-l H-7P [2, 3-g] ^f>^/-;|/- 

7 x^y-;|/6. I8gic, x^/-;k 6 2ml t ||K, 2. 5m 

i £*n*. 7 n^HJnsajisiEUfc. m^v^Ubtzm, i o %7jc^b^- h v £a 

7j<;^, 12. 7mlfem, 5 0 m I SffiTlCjg££§5&l/ifc. 6 

M«K. 15ml £J0*. % ggT3 0#IHJfl|#L£8L 1 M« s 

7jcTJ«gfc^U£, i?>M^^y-;l'2 5m I iCjgfcU 1 0%7kl£{t 
^hU^A7^jjSl 3. 3ml £JD*., MjST 1 5#IHfl|#Lfc. ?K, 4 0ml 

-7P [2, 3-g] <(>#<J-)V5. 2 6g^ 0 

NMR:1.31(3H, t), 2.85(2H, q), 6.77(1H, s), 7.32(1H, d), 7.56(1H, d), B.09(1H, 
s), 13.29C1H, s) 

7-x^;u-i H-yn [2, 3-g] jyw-ju 

1-(4, 5-yth'n-1H-7P [2, 3 ~ g] 7 ~4)V) 

X.?S>2 3. 6 k g(DX^y-;|/2 4 0 LWSIMIC, 7K3fcfb*2S!S?-MJS 
A2. 2 1kg»*.> 2 0- 3 0°Ct'4HrWUc„ 3 8. 9% 

SKI 6. 5k g ai 7Btmtiii^brc 0 S«^MSMUT^c« 
jftfc, 3 8. 9%£K3 3. 2 k g, ?K9 0 L^*Px., «b7c, #rftLfd£H 

^iiixu^o -^(ofa^^^^y-^n 8 0Licigftiu> imitj-hvv&ykmm 

(7kK^K'Jr>A5. 1 6kg/7K4 7L) »^fc 0 IJfT, 7fc3 1 0L£ 

an*, ;#£pu wttiL/tigs^awu, §mt%ct\z£y, 9 6. s*©*^ 

^Wr-5«fe^ B B a ^)7-X^- 1 H-7P [2, 3-g] ^>^V-;H 9. . 
7 4kg &%1t B 

NMR:1.31(3H, t), 2.85(2H, q), 6.770H, s), 7.32(1H, d), 7.56(1H, d), 8.09(1H, 
s), 13.290H, s) 
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(S) -2- (7 -JL^)V~ 1 H-yQ [2, 3-ff] 1 --ou) 

- 1 / 2 3/^SI 

7-X5F;l>- T H-7P [2, 3-g]0^/-iH8. 0 kg, (5)- 

(1 -/5 1 ;U-2-h">JU5j-+*>X^I/) ta r t-^l/XX 

7^3 5. Okgtf)N, N-^5^l/7k;i/A75 K2 7 0 LOjgjRt, KB&-fe*> 
-5 A 6 3 . Okg 60-70 *CT 25 D$ IHHSftLfc. SJflSBSjSlC 7k 

2 7 0 U BH&X^/H 8 0 LZMTLfc. JKi£j$£i$fi H^UL *SICS 
KX^H 8 0L«^ ttltiUfc. SJ& TkJilCKKx^M 8 0L£Afl;t, 
KiffiUfc. *rttlJB££-U (J£<W-hySA5 9 kg/*l 8 0 L) T 

ftfrUfc, 5tttJB*»E»«UT&fc C (S) - 2- (7-X3MU-1 H-7P 

[2, 3 - ^>^!/Hh 1 - 1 - ^WHf M A^<S>I t 

e r t -T^Ux^TMKDitMxf-;^ 7 u©?Sic» 4 MJWbMR-IWBx^u 

«1 8 2kg£iQ;t. 2 6 0 COTT3B^Jf^L7t. J5M«lCv JKKA U 
9A*jS5R (K»*y^A5 6. 1 kg/Tkl 8 0L) £iP*.;fc. SJteiS*^ffi 
UTtfSftLfc. WM^&Tk (^<b^h'J9A2 2 kg/*6 8 L) TSfcfcU 

fc. wa«ft»flEaMIUT»fc»Sfl!>x^y-;H 8 0L(^}«lc, »T> □ 

a^K5. 7 1 kg ftwutco *faju/tfea*aHsit" sciicfcy, ta 

JSUfclSfc. *fi*£l|9. 2 3 k glCX^y-JH 8 0 L, ?K 3 . 5 LSJO^fc. 

33fcMtti5lc*nS&U *SI£f B «l$Ufc&, SSifiU x^y-^9. 
2U 7X0. 1 8LTjft&Ufe 0 «£«T* J^Sbfc. WfflUfclSIH&afc 

u ^•jit'S^chiCcty, 99. 5%<Dm£%^Tz>nm&ffi&<D (s) -2- 
(7-x^;u-i h-7p [2., 3-g] -fv^y-^-i -1 -^5=- 

;PX^75>1 /2 3A^^JS7. 8 3kg£*t7c 0 

HfiSflJ 1 > 4 Stf 5 £[^«<D#;£ICJ; y % £tfc01 6 1 2 <Dffc£#l«:#fc. 
HH&09 6 : (S) - 2~ (7-X3^-3-/3MU- 1 H--7P [2, 3-g] 

<i>#y-)V- 1 — ryu) - 1 -jwpxswsv 

HJS0I7 : (S) -2- (3, 7-ylfA-1H-7P [2, 3-g]-f>y 
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mmmS: (S) (7-yP^-1H-70 [2, 3-g] 

HMJ9 : (S) -/V-X5ML--2- (7-X3MU- 1 H-7P [2, 3 - fir] 
ISiPjl 0 : (S) -2- (4, 7-i>x3MU~1 H-7P[2, 3-sM>* 
£tt$l1 1 : (S) -2- (7-7^;U-1 H-7P [2, 3 - fir] "f 

ju- i — oio - 1 -^^JI/X^;U75> 

£%0H 2 : (S) - 2- H-70 [2, 3-fir]*f> 

Ex. :HMfl^t 
Me ; y-f-Jl 
Et : X^U 

pr : 7°p 

Bu : ZfJ-Jl 
iBu : 
Pen : 

Hex : s\%-~>J]/ 
Hep : ^7°^ 
Oct : *#?-Jl/ 
Non : yx;l/ 
Dec : jyil' 

MS : V7n7n^^> NKm/z) (C(M+H) + 3, FAB) 
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Ex. 


R 1 


R 2 


R 3 


R 4 


R b 


Data 


5 


H 


H 


Me 


Me 


H 


MS : 244 

Toil 25 1= -3 6 (c = 1 0 MeOI-h 

NMR:1.02(3H I d),1.34(3H l t) ) 2.31(2H,s),2.88(2H,q),3.49(1H, 
m),4.48(1 H,dd),4.59(1 H,dd),7. 1 9(1 H,s),7.37(1 H,d),7.57(1 
H,d),8.13(1H,s) 


6 


H 


Me 


Me 


Me 


H 


MS : 258 

NMR:1.12(3H,d),1.34(3H,t),2.51(3H l s),2.87(2H,q),3.55-3.75 
(1H,m),4.58-4.79(2H l m),7.32-7.38(2H l m),7.52(1H, d), 8.39 
(3H,brs) 


7 


H 


Et 


Me 


Me 


H 


MS : 272 

NMR:1.12(3H,d),1 . 29-1. 38(6H,m) 1 2.82-2.99(4H,m), 3.60- 
3.75(1 H,m),4.60-4.84(2H,m),7.32-7.40(2H,m),7.55(1 H, d), 
8.46(3H,brs) 


o 
0 


u 
n 


n 


fcl 


ivie 


n 


MS : 258 

NMR:1.00(3H,t),1.12(3H l d),1.74-1.84(2H,m),2.82-2.85 (2H, 
m), o.oo-o. / 0(1 n,m),4.67-4. 74(1 n,m),4.80-4.ob(1 H, IT1), 
7.38(1H,s),7.40(1H,d),7.60(1H,d),8.19(1H I s),8.30-8.40 
(3H,brs) 


9 


H 


H 


Me 


Me 


Et 


MS : 272 

NMR:0.96(3H,d),1.07(3H,t),1.33(3H,t) l 2.67-2.90(4H,m), 
(1H,s) l 7.19(1H,8) I 7.36(1H,d),7.56(1H l d) l 8.13(1H l s) 


10 


Et 


H 


Me 


Me 


H 


MS : 272 

NMR:1.11(3H l d),1.28-1.37(6H,m) l 2.85-2.90(2H,m) l 2.93- 
3.02(2H,m),3.55-3.72(1 H,m),4.65-4.75(1 H,m),4.78-4.88 
(1H,m) I 7.18-7.22(1H,m),7.32-7.35(1H,m),8.25(1H l s), 
8.43(3H,brs) 


11 


H 


H 


Pr 


Me 


H 


MS : 272 

NMR:0.95(3H,t),1 .1 1 (3H,d),1 .35-1 .47(2H,m), 1 .70-1 .80 
(2H,m) l 2.86(2H,t),3.65-3.78(1 H,m),4.71 (1 H,dd),4.84 (1 H, 
dd),7.38(1H > s),7.40(1H I d),7.60(1H,d),8.18(1H,s) l 8.31- 
8.48(3H,brs) 


12 


H 


H 


iBu 


Me 


H 


MS : 286 

NMR:0.96(6H,d),1 .1 1 (3H,d),1 .59-1 .70(3H,m),2.82-2.87 
(2H,m),3.65-3.76(1H,m) ) 4.68-4.75(1H ) m),4.82-4.89(1H ) 
m) ) 7.40(1H,d),7.42(1H,s) l 7.59(1H,d),8.19(1H,s) ) 8.42- 
8.52(3H,brs) 
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R 1 




No. 


R 1 


R* 


R 3 


R 4 


R b 


1 


Me 


H 


Me 


Me 


H 


2 


H 


H 


Me 


Me 


Me 


3 


Me 


Me. 


Me 


Me 


H 


4 


Me 


H 


Me 


Me 


Me 


5 


H 


Me 


Me 


Me 


Me 


6 


Me 


Me 


Me 


Me 


Me 


7 


Et 


H 


Me 


Me 


Et 


8 


H 


Et 


Me 


Me 


Et 



No. 


R 1 


R 2 


R s 


R 


R b 


9 


Et 


Et 


Me 


Me 


H 


10 


Et 


Et 


Me 


Me 


Et 


11 


H 


H 


Bu 


Me 


H 


12 


H 


H 


Pen 


Me 


H 


13 


H 


H 


Hex 


Me 


H 


14 


H 


H 


Hep 


Me 


H 


15 


H 


H 


Oct 


Me 


H 


16 


H 


H 


Non 


Me 


H 



mmm 3 

t - HT 2C &^5 - HT 2A S#^^CHOamia*fflt^PI-hydrolysls 

assay ftfi-pfc. e c BO mtimmw\m#ffiiz& u z\<o^^m\z 





5-HT 2C 


5 — H T 2A 


jg^tt(5-HT lA /5-HT«) 


%wm 5 


1 . 0 


9 3 


9 3 




1 . 5 


1 3 


8. 7 



**fcfb£to : W098/56768 (DmMM 1 1 ( (S) - 2 - ( 1 W-7P [2, 3 
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HMO 1 4 

5 - h t zc &®mm\z ct u s mss»fi*s»r s c t*«3EP &tir^§ 

(Berendsen & Broekkamp, Eur. J. Pharmacol., 135, 179-184 (1987)) „ *?y 
H=tMMb£**Jft5U 3 0^P5OB6SI!ijSlEl»$illjeu, ft 

d COMH, HJjfcffil 5 0^ftlli*/>W»ffl»** 0. 3mg/kg, p o 03S ^ 
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m m (o %b m 

i . ties* ( i) x^n^yn^>^J~M%m^^<i^(D^mmit^ 



R 3 : 7JMf 

2. R\ R 2 , R 4 St>'R 5 ^IsI~XI*M/j:oT-H 4 /WI/XBlfKWi 
4. (S) - 2- (7-If;h1ff-7P [2, 3-g] -f^y-^-i- 

✓r;u) - 1 -y^;ux^;U75>, (s) -2- (7 -if-Jl/- 3 -*?)\,- i 
h-7p [2, 3-g] 4>W-)V- 1 --r;i/) -1-/fMWS>, 

(S) -2- (3, 7-i^l5 ; Jk1H-7P [2, 3 -g] <<>?\/-JV- 1 

--OiO (5) - 1 2 - (7-7n&i> 

-1H-7Q [2, 3-^3 4 s sM-)V- 1 — I^75>, (S) - 

H-7P [2, 3-g] ^^^V-^-l - 
- 1 -p<3MH3MU7 5X (S) -2- (4, 7-ylfjklH-7 
p[2, 3-g]-f >^y-;p- 1 -4)V) -1 -*3MHf\ll/75X (S) - 
2 - (7 1 H-7P [2, 3 - gr] <(>? S J-Jls- 1 — f JlO ~ 1 - 

pC^;Ux5 : -^75>^U<^ (S) -2- (7— rVOfJl- 1 H-7P [2, 
3-g] -f>^ x /-;U-1 — -1-^iHW75>XI«^l3 




R ! 



(0 



25 



BNSDOOID: <WO 01B3487A1J_: 



WO 01/83487 



PCT/JP01/03556 



5. (S) -2 - (7-1^-1/^-70 [2, 3-s] <(>M-)V- 1 ~ 
7.5- HT 2C 73-X h-T$>^)if*©«5Hm6lIfEt)c»IS»» 0 

1 0. fftsRoigiafi! 1 

ii.i) ties* (v) -e^^ti*<b^**s 



(5£* officii. ^Tom^^t. 

R 'S^R 2 : E-XttRfcoT- HX(*7;Mr^ 
R 3 : 7)V*rM 

ibs (v 1 ) t?ssn5M«iai/» 




(V) 
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R 6 : 757 £>ftH») 

2)1) Tltbtl/clfc^ (VI)*, WM+ZZ.tfrt>ft.&s Tfcit ( I ) 




(I) 



( R 1 , R 2 S R 4 &tfR 5 : R-Xl4R«:-3T-HXIi7;WI' 
R 3 :7W) 

12. 1 ) TIBS; (iv) T?3S£ft3fl:£#)£\ 




OH 



Officii* \HT<DM&&&t. 
R 1 R 2 : P— Xl4SG:oT-HX(i7;l'*;i' 

R 3 :7M^) 
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(V) 



R^tfR 2 : pJ-X(4££oT-HX{47>MrJI> 
R 3 : 7)V*r)V) 

2) D -rmntcititfto (v) 75y««^nfc75/7;ww^J<!:, 

ffl»ttftftTSJflS*-B:*^i:^ TIES* (V I) 



R\ R 2 , R 4 &tfR 5 : H-XI4R&t>T-HXtt7;WU 

R 3 : 7^+^ 

r 6 : 7 5 y flMfcHS) 

3) 2) Tft&nfc-ft^w (vi) m&m-t&ztfrbte&s 
Tiest ( i ) Testis? n-f >^i/-;u»*#©(HJsas- 

R 1 R 2 



r 1 , R 2 , R"&tKR 5 : fl-XliBfc-pT-HXIiTJU*^ 





(I) 
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R 3 : T)V*)V) 

13. 1 ) TfEiC (lit) T^3ti£{fc&ftl£, 




o 



R 3 :7JWU) 




OH 

R^^R 2 : IH-XlWcfoT-HXIiJ;^^ 
R 3 : 

2) 1) (IV) 4, itlftTTEeStSCit, TiS5t 

(V) T^Sft^lt^Kt^tU 
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R 3 : 7)WV) 

3)2) T-mZfttcit&Wl (V) 75y^W^tlfc75/7;l/*;Mk^i^ 



R 1 , R 2 s R 4 WR 5 : I^-Xli^QT-HXIiT^;!/ 
R 3 : 

R 6 : 75yOf*S«) 

4) 3) T«mzwt<k£ty) (vi) ^ M^-r^di^e./j:?.. Tiest ( i ) 





(I) 



R\ R\ R A %.XfR 5 :m-X.imteoT-HXtt7fr*)\' 
R 3 : 7JI>*)1) 

14. 1 ) TlSSt (ID -e^£ft3lt£«> 




I > (I!) 
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R 1 R 2 : p|-X(i^oT-HXIi7;WU) 




R 3 : 7;Mr^) 

2)1) ■vmZftfcitSW} (III) ^Tfr^^^T. TIM ( I V) TttsZ 




OH 



R'&tfR 2 : |^l-XI^J:oT-HXIi7JWl' 
R 3 : 7^+JU) 

3) 2) T^tlfc-ffc^ (IV) ^ Sgtt&ftTTSlSSttSCtT* TfSxt 
(V) T^£tl3<fc£«i^§U 
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R 




(V) 



R^R 2 : BHXf*RfcoT-HX(i7;WI' 
R 3 : 7JU+;U) 

4) 3) -CmbfttcitSM (V) 75y#»**tlfc75y7;WWk3Wi:» 

t&m&kftT&fctt*ztVs Ties* (v i) TO4n«ft^*«:*Jti/, 



r 1 , R\ R 4 &tfR 5 : l^-Xl^ftoT-HXI^Wl' 

R 3 : 7JWU 

R 6 : 75/0iSKS) 

5)4) Tll&tifcfl:^* (VI) ^ Wilts ^fr^teS* TiExfc ( I ) 





R' 



(I) 



R 1 , R 2 , R "j&lKR 5 : P 
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R 3 : 7;WW 

1 5. TExC (I I I) , (IV), (V) SKI* (V I) Xli-tOffl. 




R 1 , R 2 , R 4 &t/R 5 : B-XliR&oT-HXI47Jl'*;i' 

R 3 :7;Mp;U 

R e : 75/©#K») 
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